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(57) [KM] 



[«Bfc#ft] -jttsfc (l) 



FaC- 



c 



(I) 




&m¥'9- 3 0 1 9 6 3 



(2) 



lift** 2] -JR5S; (2) 



R 1 0 2 C 



(3) 




(4) 



(4) 



R 1 O a C 




* [«*«3] (4) 



(4) 



^•Tc ] -r?m£ivZ>fc&mc-&3X: (6) 



(5) 



HO a C 




(5) 



(6) 



(7) 



[ffl*9U] (5) 
o 



(5) 





s 



NH 



a) 




(3) 
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s 
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(7) 



o 



(i) 



NH 



(I) 



[000 1] 

[0002] 30 

JJgM©T^*-^it*S*Pe>tuTV>S^ (Journal of 
Medicinal Chemistry, |&35^.P. 1853 (1992), #58^*40 



★ i -272573^*) , mmifpm^-o^^m^vx 

TV y J?M>X7 5 K0»«tt t tt«3S«>R:*fe 5 t> <D 
X~3bZ> 0 
[0 0 0 3] 

£fe5^fy^yy^#StIS (niddm) (c*jv^ 

[0 0 0 4] 

[«JS*«P«ti-Sfc«>«>#S] *^^#?>tt, -f^D 

(i) T?*sti5*f«N-'<^;i'^*yf7/y 5? 

[0005] BPfe*3SWH:-«* ( 1 ) 



(i) 



So 50 



[0006] #»wicaarts-*a; (i) -zm&ivzfc 



# 



(4) 




HfrfflW-9-3 0 1 9 6 3 



[0 0 0 7] *^(C*5»t5-^ (1) 

[0 0 0 8] *&Wiz.*i^X, \<G3KrA>*A>&\ h 
fi* y^vK a^As /aif/K ^A^^ iS^'bL< 

M-ZVlkfel +~ J*4**(r 1 . — . A iT\ if, /^-At*fcl-r ft- -kl 5^ r»ttT * 



[0 0 0 9] *»WK:«t*ttfJie-«!* (1) X-ibZte 
[0 0 10] -JKS: (1) T?*>*fl2-S*H:, — 

#5. 



a) 



(7) 



[0 0 11] SJ«»:#HMfttt. min^fs—M 

/urn*. Xtt*i:©»e*JiE«fT»* ^M~iP^ 
[0 0 12] -tftSt (7) TfcSflS'&ttB-jRSC (5) 

<Dfc&mz.—m& (6) (Dfc&vo&ttm z^tz r. t t-<k 
o 



★ D£*», Rl2M3£<£>ii»9] 



H0 8 C 




NH 



(5) 



(6) 



[0013] sj&timm&W:* witi^f^^** 

i^K N, N-^f/V*A'A7 5Kft"-? > i££*!U 
#Jxi£ 1 -ai^V- 3 - ( 3 ' - f;V7 $//of 

30 /v) *^*^sk, vry y ym^^-^xmmrr 

[ooi4] -use (5) ■cjbs^b'&tttt-nEHttsc; 
(4) (r>it^^m^m-r^z. uteres*. 



R 1 OgC 




(4) 



D£f\ R«W5*<oa«)-efc»), RMi^^Cl~4<D 



it (2) ©fli'&ftfcia; (3) ©ffc-&W«rf1UB 



[0 0 15] (4) 1»*><5Yt'S*H:Tia-jtta: ir50 K«f, R. R 1 l*t&i&<0ii*> ] 




(5) 



(3) 



[0016] R&temmmm, wm^s*^ h**- 
mmm (mmr t&wt<Dmnh&mx 

$.Tc*>ki£1&XM& (S8t'hi)!?A > i:^-Vi?> 
[0 0 17] 

immm] mz*&w*MfcMKi:<>x®.wi-z>&z.ii 

DMF N, N-^^^*/>A75 K 

'H NMR 7°a M^BSSC***^ hA- 

d t -DMSO S*iNfcv ; ^/^/^='rv' K 
MS K**^ b/V 

[0018] mi&mi 

4- (2, 4-myf7/y^y-5-^yfy) 

[0 0 19] fW7^;V7/V7 i t Kfg^/W (5.00 
g) . f7"/!)v'y-2, 4-i^V (4.28g) *5.fcU5 
g^^hy^A (6.02g) <DM&V0*m.WT 135~ 140 
'Clw&nfS&Lfc. 7thV-* (1 : 4) Jg-g-jK 

( 300ml) frAP*j|ftA*)l9tU T^M'-* (1 : 

4) j&fr*"Tsas»bfc*» ft«iu nm&m*ti*t 

LT7.01g (92%) mco 

[0 0 2 0] 'H NMR (de-DMSO) , 5 : 
3.87 (3H, s) , 7.58 (1H, s) . 7.69 (2H, 
d, J= 8.3Hz) s 8.03 (2H, d, J= 8.3Hz) 

[0021] mnM2 

h^-v--4- (2, 4 -^yf7/yi?y- 

[0 0 2 2] 4-*:/W5/V-2-^ h^ri^.M^ ^ 
/V ( l.lg) , ^Ty r yv J V-2, 4-S>^ ( 800m 
g) > mmT A ( 873mg) . ( 2.0ml) » 

(30ml) ft>Aft«fc9'<r~- V**— 
?r#LT6^WJPl^®«tLfcc WlHLfclSft** 

II U Bttft'&ftfrftliU 865mg (52%) #fc 0 
[0 0 2 3] 'H NMR (d f -DMSO) , 8 : 

3.80 (3H, s) „ 3.87 (3H, s) , 7.20 (1H, 
d, J = 7.8Hz) s 7.36 (1H, s) „ 7.68 ( 1 H, 
s) , 7.75 (1H, d, J= 7.8Hz) , 12.00- 13. 

50 (1H, br) 

[0024] mums 

4- (2, 4-myf7yyi?y-5-fyfy) 

[00 2 5] 4- (2, 4-i?**y<7-TSV i?y~ 5 



10 



20 



30 



40 




9-301963 



8 



— fVfv) jt^A4tA4Mfe;'?7i' (2.00g) <r>mm- 
wsm (i : i, 60mi) MmfrsimtniftaHftLfc. 

?M*, RJ»«4r* ( 120ml) *£ftSr»&U * 

ttftU lW<b^Sr*ftibT1.81g (96%) 



[0 0 2 6] 'H NMR (d.-DMSO) , 6 : 
7.71 (2 H, d, J= 7.8Hz) % 7.84 (1H, s) , 
8.05 (2H, d, J= 7.8Hz) , 12.73 (1H, b 
r) „ 13. 19 ( 1 H, br) 

[0 0 2 7] mMM4 

2-*Y*i/-A- (2, 4 -it** y?Y^]) W- 

5-fyfy) *?-A4i&mm 

[oo28] mmm 2 <o^m^hmmm 3 & vmtc l 

[0 0 2 9] 'H NMR (d« -DMSO) , 5 : 
3.87 (3 H, s) , 7.20 (1H, d, J = 7. 8H z ) , 
7.36 (1H, s) » 7.75 ( 1 H, d, J = 7. 8H z ) , 
7.82 (1H, s) » 12.71 (1H, br) , 12.87 (1 
H, br) 

[0 0 3 0] mMW5 
N- (2-H;7/l'tti^fM>'i?/H -4- (2, 

4-^^yf7-/y v 5 ^- 5 — ry^v) *<t-a^> 

XT 5 K 

[00 3 1] 4- (2, 4-myf7/yi>v-5 
— <y^v) a.oog) , 2-by^/w 

^Opl^VWO'S^WT? > ( 703mg) ©fekDMF (10 
ml) IMRK:T^=r>9B5K« JWMWT^/Jvti? 
a^/W (0. 64ml) „ b y ^f-;v7 5 V (0. 59ml) 

^©*i;30#ff8SM$Lfc. *r<0«gi&T?8l$W*# 

ftflMUtU B6Wfc£*fctt*fcLT1.65g (95%) # 

fc 0 Mt-rot,©*^^/— /w*»e>??Mftu «n-fe7 r 



0. 0~ 231. 0*C 
[0 0 3 2] 
7CSR5>9r<S (96) 



: Ci.HnF, N, O s 
C H N 
56.16 3.22 6.89 
56.10 3.23 6.80 

6. 7 



MA 23 



S tLt 



[0 0 3 3] H 

mmm 5 1 ihhik utt 1 m&nit*wt 

[0 0 3 4] 

imi] 




50 



(6) 




4#l»¥9-3 0 1 9 6 3 



10 







ft 


notuw) 




WMR) 
C H N 


6 


3d 


H 






9646122 6.88 
66.25 3.49 6.68 


7 


4tt 


MeO 


136.5— 1»5 


Wl N 1 V 


3.46 6.42 
5^.15 3.37^36 



[00351 1 

KT (A 



8 



4 - ^yfr/y^y- 5 
xr^ k 

[0 0 3 61 4- (2, 4-v ; t=3ryf7)/yv ? y-5 
—fy^) ( 990mg) . 4~bVy/U 

tP^f/l/^^T^ ( 720mg) (DDMF (12ml) 

^«(c^m«#T l -^;v- 3 - ( 3 ' -i?* ^/ur 
^yy* \+A,) %;Vi£*M * Ymm. ( 920mg) Sr*D 
tLs *©**8B»IBll#Lfco WW 
1~5i&iSI£r»IfcU *ft«f£*&Lfc 0 #fe;tofc*ft«r:* 

flWb£4S* 490mg (30%) #fc 0 »^ 231. 0 -233.0 20 

MS (m/z) : 406 (M + ) 
[00 3 7] SHEW 9 

N- (2-by7;^n^f;i/^yi;;k) -4- (2, 

4 -^yfr/y^y- 5 ->r/w) ^f/^yxr 

^ K 

[0 0 3 8] N- (2-hy7/Vtn^f;l/^y^;V) 
-4- (2, 4-myfT/y 
» ^f;^yXT> F (L13g) Zmfc^/V-*.? 

(1 : 1,100ml) fcUBHBU WSl. 3.5kg/cm 2 * 30 



*lc*PflET10%^9^^A/«* (1.13g) 

/^-o L^PlSTV^'d. imM3ls iOZmti \^7JQT& -V/J '<L ^ 7 /V'/ /K'// / 

3:2) T?«MU Bftrffc^«*itS*fcLri.02g (90 



& 163. 0~164. 0 *C 
[0 0 3 9] 

7nf!t#«Hi <*) :C 19 Hi 6 F 8 N, O, S £l/T 

C H 

fUfffi 55.88 3.70 

£8lffi 55.77 3.54 

[0 0 4 0] H3fcflJ10-M2 



N 
6.86 
6.85 



[0 0 4 1] 
[*2] 



F 3 C 







R 




tm 


HMt/IBH 

C H N 


10 




H 


1S4.&M2&5 




56.88 17Q&86 
66.B4 199 6,80 


1t 


4fc 


H 




Vii'i »j°i s 


56.86 170 6.86 
55.ED1B6.83 


12 


4tt 


MeO 






54.79191 6.39 
54.63 3,84 6.19 



[0 0 4 2] 

&mmm-*">x (c57bl ob/ob ) *m\ $mwnzm 
*3fc»#«*u mmm9, 10, 11, aim 204:* 



nS-S-U 0# s 30^T^60^<Difc.«ffl[SrJ||g-r5r t 




#HB¥9-3 0 1 9 6 3 



JMM6T* {%) - 

X 100 

[004 3] ^*§r^ 3 Kf^iTo Ztlt><D%g$k£ 9 , * 

tCo 10 
[0 0 4 4] 
[^3] 



ft £ ft 


IfttfiT* 

(«) 


gtttt 9 


3 8 


Xttffl 1 0 


4 6 


StltMl 1 


2 8 


JfcttMl 2 


3 2 



7oy t^— s?<D*E$ 



^*JftT£B^i?i?*Br2CS5932 



